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positively correlated with one another (0.20r0.73), and significantly negatively
correlated with PDDS scores (-0.82r-0.07). The physical functioning domain cor-
related most strongly with PDDS scores (r-0.82, p0.001). Strong correlations
were also noted among the role-physical (r-0.58, p0.001), social functioning
(r-0.37, p0.001), and bodily pain (r-0.28, p0.001) domains. The domains cor-
relating most weakly with PDDS scores were vitality (r-0.23, p0001) and mental
health (r-0.07, p0.03). CONCLUSIONS: As expected, the patient-rated PDDS
scores were more strongly associated with domains related to physical health
status. To capture the broader psychosocial impact of MS on patient HRQL, addi-
tional patient-reported outcomes need to be utilized.
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OBJECTIVES: Quality of life (QoL) is an important measure in multiple sclerosis
(MS), complementing clinical assessments such as the Expanded Disability Status
Scale (EDSS). The MS International QoL (MusiQoL) questionnaire is a validated,
MS-specific instrument. This multicentre, observational study assessed respon-
siveness of MusiQoL versus the Short Form-36 version 2 (SF36v2) to changes in
EDSS score over 24 months in subjects with MS (18 years; EDSS 7.0;
treated/untreated). METHODS: MusiQoL, SF36v2 and EDSS scores were recorded at
baseline (BL) and 6-monthly intervals to month 24 (M24). Primary endpoint: change
in MusiQoL index score and effect size (ES) to M24. Secondary endpoints included
change in MusiQoL and SF36v2 scores and ES (BL–6-monthly assessments).
RESULTS: Six hundred subjects enrolled in 12 countries; 452 had evaluable BL and
M24 EDSS and MusiQoL index data. BL mean (SD) EDSS score was 2.9 (1.9), mean
(SD) MusiQoL index score was 68.5 (14.3), and mean (SD) MusiQoL subscale scores
ranged from 59.8 (25.0) to 85.5 (18.2). EDSS score worsened by M24 in 89 subjects
(19.7% vs expected 30%); mean (SD) change in MusiQoL index score was 0.30 (12.3)
in non-worsened (ES: 0.02) and –2.3 (11.6) in worsened (ES: –0.17) subjects. At M24,
larger (mean [SD]; ES) changes were seen in MusiQoL Relationship with Healthcare
System (–6.0 [16.9]; –0.40) and Sentimental and Sexual Life (–6.4 [26.2]; –0.22) sub-
scale scores for worsened subjects; in Psychological Well-Being (4.8 [21.6]; 0.20)
subscale score for non-worsened subjects; and in the SF36v2 physical component
(–2.5 [6.7]; –0.24), physical functioning (–3.3 [7.6]; –0.28), bodily pain (–3.1 [10.3];
–0.28) and emotional (–2.8 [14.1]; –0.22) subscale scores for worsened subjects.
CONCLUSIONS: MusiQoL index score detected poorer QoL in subjects with wors-
ening EDSS scores. Most MusiQoL scores decreased over 24 months in subjects with
more severe disability, indicating poorer QoL and confirming the utility of the
MS-specific MusiQoL questionnaire in rating QoL.
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OBJECTIVES: Walking impairment is recognised as one of the most distressing
disabilities for people with Multiple Sclerosis (MS) and is reported in approximately
75% of patients. The objective of this analysis is to assess the impact of impaired
walking on quality of life, and on direct and indirect costs to society. METHODS:
The NARCOMS registry is a voluntary MS patient self-report database operating
mainly in the US. The registry collects MS related data semi-annually through
web-based and mail questionnaires, and periodically administers additional sur-
veys on specific topics of interest, such as mobility. One of the main measures used
for assessing walking impairment is the Multiple Sclerosis Walking Scale 12
(MSWS12). The Patient Determined Disease Step (PDDS) scale is used to measure
the level of disease progression. NARCOMS data collection also addresses patient
reported quality of life through the EuroQol-5 Dimensions (EQ-5D) and the 12-item
Short-Form survey (SF-12), as well as patients’ physical activities, work life, and
healthcare resource use. We used descriptive statistics, and univariate analyses to
describe and quantify the cross-sectional relationship between walking impair-
ment and other patient outcomes. RESULTS: A total of 2276 patients were ran-
domly selected from the NARCOMS database, of which 1838 (81%) were female. The
sample population had a mean age of 46 years, and a mean PDDS score of 3.0.
Univariate analysis demonstrated that increases in MSWS-12 scores (decrease in
ambulation) were negatively correlated with quality of life as measured by EQ-5D.
An increase in MSWS-12 score was also associated with increases in visits to MS
neurologists and physiotherapists, increases in caregiver visits, as well as reduced
productivity. CONCLUSIONS: MS patients with less severe walking impairment
showed better quality of life, lower health care utilization and higher productivity.
Additional research using multivariate models should be encouraged to further
characterize the impact of impaired walking on MS patients.
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OBJECTIVES: To evaluate the evidence for quality of life (QoL) impairment, disabil-
ity, healthcare resource use, and economic burden associated with chronic daily
headache (CDH), particularly chronic migraine (CM).METHODS: Systematic review
and qualitative synthesis of studies of patients/subjects with CDH ( 15 headache
days/month) that included CM, reporting QoL or disability outcomes, healthcare
resource utilisation or associated direct costs. RESULTS: Thirty-four studies were
included: 25 of patients; 9 of subjects from the general population; 16 reporting QoL
and 14 reporting disability outcomes; 4 reporting on healthcare resource utilisation
and/or costs. Data were not amenable to statistical pooling. In studies reporting
QoL using SF-36 or SF-12 instruments: CDH was consistently associated with lower
QoL compared to normative/healthy control (5/5 studies) or episodic headache (EH)
(6/6 studies); 3/4 studies showed CDH with migraine was associated with lower QoL
than CDH without migraine; 3/5 studies showed CDH with medication overuse
headache (MOH) was associated with lower QoL than CDH without MOH; 4/4 stud-
ies suggested a significant negative QoL impact when CDH was with a comorbidity.
In studies reporting disability using the MIDAS instrument, CDH was consistently
associated with greater disability and productivity (D&P) loss than EH (7/7 studies),
1/2 studies showed CDH with migrainous features was associated with greater D&P
loss than CDH without migraine, 1/1 studies showed CDH with MOH was associ-
ated with greater D&P loss than CDH without MOH and 1/1 studies suggested a
significant negative impact when CDH was with a named comorbidity. In the two
most comprehensively reported economic studies, CDH was associated with more
consultations, more or longer hospitalisations and higher direct costs compared to
EH.CONCLUSIONS:The findings underline the disabling nature and QoL detriment
of CDH, and in particular of CM and CDH with MOH, and negative impact on work-
place productivity compared to other headache types.
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OBJECTIVES: A number of studies evaluated different predictors of health-related
quality of life (HRQOL) in children and adolescents with epilepsy, but the findings of
these studies were often contradictory and it was not possible to draw general
conclusions. Therefore, this review was organized with the aims to identify in a
systematic way the predictors of HRQOL in pediatric epilepsy.METHODS: Searches
of the literature in Pubmed, Scopus, and Web of Science, with searches of relevant
journals were performed. In total, 14 studies met the inclusion criteria (participant
aged up to 18 years, HRQOL was assessed with an epilepsy specific and/or generic
questionnaire/s, HRQOL predictors were identified using regression models, and
the study was published in a peer-review journal). The methodological quality of
the studies was assessed using predefined criteria. RESULTS: All identified studies
were cross-sectional with the quality scores ranging 7 (low) – 14 (high) points.
Strong evidence was found for age at epilepsy onset (younger age), a number of
antiepileptic drugs (AEDs), and parental depression as HRQOL predictors in both,
children and adolescents. Moderate evidence was found for attention problems,
overall intelligence (lower) and family (i. e. structure, parental anxiety, etc.). Spe-
cific to adolescents with epilepsy, seizure worry/concerns and side effects of AEDs
were found as strong predictors and epilepsy severity, while a number of AEDs as
moderate. Weak evidence and inconclusive data exist for other predictors (i.e.
social skills, duration of epilepsy, seizure frequency and severity, neuropsychiatric
comorbidity, side effects of AEDS, autonomy, social support, victimization, eco-
nomic status, and so forth). CONCLUSIONS: This systematic review identified age
at epilepsy onset, a number of AEDs, and parental depression as strong HRQOL
predictors in pediatric epilepsy, but specific to adolescents only, seizure worry/
concerns and side effects of AEDs were identified. Other predictors were of lesser
importance or were unimportant.
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OBJECTIVES: A growing body of evidence suggests that symptoms of attention-
deficit/hyperactivity disorder (ADHD) persist into adulthood and are associated
with ongoing impairments in quality of life (QoL). The objective of the study was to
identify the most commonly used QoL instruments in adults with ADHD and to
examine their psychometric properties. METHODS: A systematic literature review
was conducted to identify articles from 1990 to May 2011 using PUBMED and Pro-
QoLID. The search was limited to English language and key search terms included
but were not limited to ADHD, quality of life, psychometrics, questionnaires, and
adults. Identified articles were screened further to exclude clinical studies not
measuring QoL, review articles relating to ADHD and QoL, and studies with n 30.
RESULTS: The search yielded a total of 89 articles of which 16 were included in the
final review. The Adult ADHD Quality of Life (AAQoL) and the ADHD Impact Module
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– Adult (AIM - A) were the most commonly used disease specific instruments used
in clinical trials. Both, AAQoL and AIM-A have demonstrated good construct valid-
ity, responsiveness to changes in ADHD symptom severity, and internal consis-
tency of 0.93 and 0.83, respectively. Generic instruments like the SF-36 and the
Quality of Life Enjoyment and Satisfaction Questionnaire (Q-LES-Q) were used in 3
RCTs to evaluate QoL. The Q-LES-Q has also demonstrated good internal consis-
tency of 0.88 among adults with ADHD. CONCLUSIONS: Given the strong psycho-
metric properties and ability to discriminate between patients with varying de-
grees of symptom severity, the AAQoL and AIM-A justify their use in clinical
practice. These scales can be used in conjunction with diagnostic scales like the
Conner’s Adult ADHD Rating Scale in making effective treatment decisions on a per
patient basis. Future efforts need to focus on increasing the awareness and uptake
of these scales in regular clinical practice.
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OBJECTIVES: Recent research on biomarkers for Alzheimer’s disease (AD) suggests
possibilities for earlier diagnosis and treatment. Existing treatments, however, fo-
cus on symptomatic relief, and controlled clinical trials have shown little effect on
disease progression and time to institutionalization. This study assesses effects of
treatment timing on risk of institutionalization of AD patients in a real-world
setting. METHODS: Retrospective analysis of administrative claims data for New
Jersey Medicaid patients (1997-2009). Patients were included if they had 2 claims
with AD diagnosis, or 1 claim and a prescription for AD treatment (donepezil,
galantamine, memantine, rivastigmine, or tacrine); N5,790. The index date was
defined as the earliest claim with any dementia/memory loss diagnosis (ICD-9-CM:
290, 291.2, 292.82, 294, 331, 780.93), possibly preceding AD diagnosis. Institutional-
ization was defined as 90-day stay in a long-term care facility. The effect of
treatment on institutionalization risk was estimated at the patient-quarter level
using logistic regression with repeated measures, controlling for a quadratic time-
trend and baseline characteristics. The model was used to predict the conditional
probability (hazard rate) of institutionalization by prior treatment and quarter fol-
lowing index diagnosis. In turn, predicted hazard curves were constructed for dif-
ferent treatment scenarios. RESULTS: Median interval to treatment was 7 quarters
(21 months) from index date diagnosis. Treatment in prior quarters reduced insti-
tutionalization risk [OR 0.88, CI 0.78-0.99]. Older age on index and AD diagnosis in
prior quarters increased institutionalization risk. The predicted hazard curves im-
ply that initiating treatment at the earliest observed onset of memory-loss symp-
toms could delay institutionalization by 4 months, compared with median ob-
served initiation. CONCLUSIONS: Treatment in earlier periods is associated with a
small statistically significant delay in time to institutionalization among AD pa-
tients, possibly due to reduction in symptom burden. These findings may be espe-
cially relevant in light of new criteria facilitating earlier diagnosis of AD.
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OBJECTIVES: To describe the time associated with administration of icatibant and
C1 esterase inhibitor concentrate (C1) in patients with HAE when given in hospital
and self administered at home. METHODS: A local service evaluation was con-
ducted in a single UK hospital Trust between January and May 2011. Direct time and
motion observation was used to measure the time associated with set-up, admin-
istration and post-administration activities for icatibant and C1 in hospital. Times
associated with home administration were reported by the patient or care-giver.
The product and dose received were recorded. As dose of C1 is body weight depen-
dent, the time for administration of 1000U was also recorded for comparison.
RESULTS: Fifteen HAE episodes (hospital: 3 C1, 0 icatibant and home: 9 C1 and 3
icatibant) were observed in 8 patients (Hospital 3 C1: 0 icatibant, home 3 C1: 2
icatibant). Patients received 30mg icatibant and between 1000U-1,500U C1. Mean
set-up time (min:sec): Home - C1 15:47 v icatibant 1:43; Hospital - C1 20:44. Mean
administration time (min:sec): Home - C1 Total dose 7:28, C1 1000U 5:32 versus
icatibant 2:06; Hospital - C1 Total dose 12:18, C1. 1000U 9:54. Mean time post ad-
ministration (min:sec): Home - C1 6:30 v icatibant 1:34; Hospital - C1 4:36. Mean
total time (min:sec): Home - C1 Total dose 29:46; C1 1000U 27:50 v icatibant 5:23;
Hospital - C1 Total dose 37:38; C1 1000U 35:14. CONCLUSIONS: Total time associ-
ated with administration of therapy for HAE is shorter for icatibant than C1 in the
home setting. Further the total time associated with administration of either ther-
apy at home is less than C1 in hospital. Therefore encouraging home administra-
tion and offering choice of therapies may offer significant NHS resource use savings
and patient preference benefits in appropriate patients.
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OBJECTIVES: Apply a MCDA-based model to support and streamline policy and
clinical decisionmaking for growth hormone (GH) therapy in patients with Prader-
Willi syndrome (PWS), a rare genetic disorder with serious long-term conse-
quences including short stature and morbid obesity. METHODS: An extensive lit-
erature review was performed to identify and synthesize available evidence on GH
for PWS for 19 criteria of the EVIDEM framework using a standardized methodol-
ogy. Evidence tables, quality assessment of studies, and synthesis of data by crite-
rion, were validated by a wide range of experts using an interactive web site. The
framework was used to develop CPG questions and structure development of in-
ternational recommendations during a consensus workshop. RESULTS: The web
site provided transparent access to synthesized evidence at 3 levels of detail for 13
scientific criteria of the EVIDEM MCDA model including: disease severity, size of
population, therapeutic context and unmet needs, treatment outcomes (efficacy/
effectiveness, safety, patient-reported outcomes), type of treatment benefit at pop-
ulation and individual levels, and economic impact on medical and non-medical
expenditures. Quality assessments of studies were hyperlinked to synthesized ev-
idence. Evidence for the six contextual and ethical criteria, including utility, effi-
ciency, fairness, system capacity, stakeholder pressures, and political/historical
context, was synthesized. CPG questions were developed following this format.
CONCLUSIONS: The “by criteria” web model provides a pragmatic means for sys-
tematic consideration of a wide range of criteria, seamless access to information
and development of CPGs to guide evidence-based decisions. This work will serve
to structure deliberations of a pan-Canadian taskforce to examine the conditions
for successful implementation (obstacles and facilitating factors) of evidence-
based CPG. The ultimate goal is to bridge the gap between researchers, policy
decision-making, clinical practice and patient concerns to optimize resource allo-
cation and health care system sustainability.
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OBJECTIVES: To examine utilization of Rasagiline and Selegiline, two commonly
prescribed medications for the treatment of Parkinson’s Disease (PD). METHODS:
Data for this study were obtained from the US i3 LabRx database over the time
period from January 1, 2006 through December 30, 2010. Patients were included in
the analysis if they were prescribed Rasagiline or Selegiline (with first such date
identified as the index date), were diagnosed with PD, and had continuous insur-
ance coverage from 6 months prior through 12 months post index date. Analyses
are primarily descriptive in nature.RESULTS:There were 1242 individuals included
in the study - 926 who initiated on Rasagiline and 316 who initiated on Selegiline.
Patients initiated on Rasagiline, compared to Selegiline, were significantly younger
(63.2 years vs. 65.4 years; P0.0020); less likely to have a gap in therapy for at least
60 days (0.86% v 2.85%; P0.0088; associated with a higher medication possession
ration (MPR) (0.62 vs. 0.52; P0.0001); and associated with a longer persistence of
use (259 days vs. 229 days; P0.0013). Despite the fact that Selegiline is approved
only as adjunctive use, there was no statistical significant difference in the per-
centage of patients using the medication in combination with another PD medica-
tion (75.96% vs. 73.43%; P0.3783). CONCLUSIONS: Results from this retrospective
study indicate that the two medications are both used primarily as adjunctive
medications. Furthermore, approximately 25% of patients who initiate on Selegi-
line were found to not have used other PD medications adjunctively in the 1 year
post initiation. Rasagiline use, compared to use of Selegiline, was found to be
associated with fewer gaps in therapy, a higher MPR and longer persistence in
therapy.
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OBJECTIVES: Treatment restrictions because of patient financial burden may have
unintended consequence on management of multiple sclerosis (MS). The goal was
to evaluate MS treatment compliance among patients enrolled in insurance plans
with various cost-sharing arrangements for disease modifying therapies (DMT).
METHODS: Thomson Reuters MarketScan® Commercial and Medicare databases
(January 1, 2004-December 31, 2009) were used to identify adult patients with MS
(ICD-9-CM: 340) and on DMT (claim for first DMT was the index event). Patients
were assigned to three mutually exclusive cohorts based on DMT insurance plan
cost-sharing levels: $0-, low- and high-cost-sharing. Median cost-sharing for DMTs,
standardized to 2010 US dollars, was used to determine threshold between ‘low’
and ‘high’. Medication possession ratio (MPR) and persistence (time to discontinu-
ation of DMT) were evaluated during 12-months following index. RESULTS: A total
of 14,718 patients were identified and had cost-sharing arrangements as follows: $0
cost-sharing (n1,361, 9.2%), low cost-sharing (n6,044, 41.1%) and high cost-shar-
ing (n7,313, 49.7%). Majority were female (77%) and mean age was 46.1 years.
Patients in $0 cost-sharing plans had significantly higher MPR values (0.83) than
patients in both the low cost-sharing (0.81; p0.037) and high cost-sharing plans
(0.79; p0.001). Discontinuation rates were also lower among patients in $0 cost-
sharing plans (34.1%) versus patients with any cost-sharing (35.5% for low and
A328 V A L U E I N H E A L T H 1 4 ( 2 0 1 1 ) A 2 3 3 - A 5 1 0
